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DETAILED ACTION 

Applicants' arguments, filed 08/26/2008, have been fully considered. Rejections 
and/or objections not reiterated from previous office actions are hereby withdrawn. The 
following rejections and/or objections are either reiterated or newly applied. They 
constitute the complete set presently being applied to the instant application. 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 

the various claims was commonly owned at the time any inventions covered therein 



were made absent any evidence to the contrary. 
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Claims 1-5, 8, 11-12, and 22-26 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Gudas (US 5,786,391 , see IDS dated 1 1/23/05) in view of Lee (US 
Pregrant Pub 2002/0002162). 

Gudas et al teaches the administration of all trans-4-oxo-retinol for the treatment 
of acute promyelocytic leukemia (col 15 lines 20-60, Example VI). 

As Applicants point out in the response dated 08/26/2008, Gudas et al does not 
suggest the coadministration of a growth factor inhibitor , but instead suggests the 
addition of a growth factor. 

Lee teaches treatment of promyelocytic leukemias (paragraphs 61 and 62) by 
administrating a combination of drugs, which can include the coadministration of Iressa 
(paragraph 208). 

Lee does not teach the addition of all trans-4-oxo-retinol in the treatment. 

While the addition of a growth factor is suggested in the primary reference, it is 
noted that that is in only one embodiment. Additionally, the secondary reference has a 
later published date, by almost four years (not counting the priority of the patent filing) 
and therefore, the teachings of the secondary reference appear to correct the 
misunderstanding of the primary reference with regards to the addition of the growth 
factor. At the time of filing, one of ordinary skill in the art, would have recognized the 
ability to combine the primary treatment with compounds later found to have an effect 
with the same disorder, such as disclosed in the secondary reference. This position is 
consistent with well-established precedent holding that it is prima facie obvious to 
combine compositions known to be individually useful together so as to provide a third 



Application/Control Number: 10/558,350 Page 4 

Art Unit: 1612 

composition for the same use. See, e.g.. In re Kerkhoven . 205 USPQ 1069, 1072 
(CCPA 1980). 

Claims 14-16 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Gudas (US 5,786,391 , see IDS dated 1 1/23/05) in view of Lee (US Pregrant Pub 
2002/0002162), tlie combination further in view of Achkar (US Pregrant Pub 
2001/0049365, see Applicants' IDS dated 1 1/23/2005). 

Gudas and Lee are discussed above, but do not disclose the addition of calcitriol. 

Achkar discloses a method of treating patients with leukemia, particularly acute 
promyelocytic leukemia, with a combination of oral doses of 4-oxo-retinol or 4-hydroxy- 
retinol and oral doses of calcitriol, where the results are a reduced tumor burden, 
prolonged remission, and/or permanently cured (Example 6 at paragraph 91). 

Achkar does not disclose the coadministration of Iressa when treating leukemia. 

Again, one of ordinary skill in the art would have been motivated to have 
combined the agents of the primary and secondary references with the tertiary 
reference in order to provide a new chemotherapeutic treatment, useful for the same 
purpose (treating promyelocytic leukemias). This position is consistent with well- 
established precedent holding that it is prima facie obvious to combine compositions 
known to be individually useful together so as to provide a new composition for the 
same use. See, e.g.. In re Kerkhoven . 205 USPQ 1069, 1072 (CCPA 1980). 
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Claim 18, 48, 49 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Ratain et al. (Blood, 70 (5) (1987) 1412) in view of the combination of Gudas (US 
5,786,391, see IDS dated 1 1/23/05), Lee (US Pregrant Pub 2002/0002162), and Achkar 
(US Pregrant Pub 2001/0049365, see Applicants' IDS dated 1 1/23/2005 cite AB). 

Ratain et al teaches treating non-small-cell carcinoma of the lung with the 
combination of etoposide and cisplatin, where the treatment can trigger leukemias, 
including acute promyeloctic leukemia (see pg 1415, last paragraph). 

Ratain et al does not teach the method of treating acute promyeloctic leukemia 
as instantly claimed. 

Gudas, Lee, and Achkar are discussed above, but do not disclose the addition of 
cisplatin in the method of treatment. 

Because the instant claims do not disclose the timing for the administration of 
various dosages during the method of treatment, the claims are given the broadest 
reasonable interpretation, which includes treatment of non-small-cell lung cancer with 
cisplatin, followed by treatment of acute promyeloctic leukemia resulting triggered by the 
cisplatin. 

Conclusion 

No claims allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Benjamin Packard whose telephone number is 571-270- 
3440. The examiner can normally be reached on M-R 8-5 EST. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Frederick Krass can be reached on 571-272-0580. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 

Patent Application Information Retrieval (PAIR) system. Status information for 

published applications may be obtained from either Private PAIR or Public PAIR. 

Status information for unpublished applications is available through Private PAIR only. 

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 

you have questions on access to the Private PAIR system, contact the Electronic 

Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 

USPTO Customer Service Representative or access to the automated information 

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Benjamin Packard/ 
Examiner, Art Unit 1612 

/Frederick Krass/ 

Supervisory Patent Examiner, Art Unit 1612 



